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-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C § 133) 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)E] Responsive to communication(s) filed on 22 January 2002 . 
2a)E] This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) H Claim(s) 1-34,36,37 and 44-48 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) Q Claim(s) 1-34,36,37 and 44-48 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

1 0) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

11) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)DAII b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. . 



3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) Q Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) Q Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 

Attachment(s) 



1) IXI Notice of References Cited (PTO-892) 

2) Q Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) O Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 



4) □ Interview Summary (PTO-413) Paper No(s). 

5) O Notice of Informal Patent Application (PTO-152) 

6) H Other: detailed action . 
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Application/Control Number: 09/026,459 
Art Unit: 1632 

DETAILED ACTION 

, A request for continued examination under 37 CFR 1.114, including the fee 

\ f rthT 7 CFR 1 17(e), was med in this application after final rejection. Since 
set forth in 37 LrK l.i/^cj, 

.hi, aoolication is eligible for continued examination under 37 CFR 1.114, 
thls app .cat.on s e g ^ ^ Qf ^ 

fee set forth ,n 37 CFR 1.17(e) Applican t's submission 

Office action has been withdrawn pursuant to 37 CFR l.li*. 
filed on 1-22-02 has been entered. 



2. 
3. 
4. 



The amendment filed 6-28-01 has been entered. 
Amendment to claim 1 has been entered. 

Claims 1-34, 36, 37 and 44-48 are pending in the instant appl.cat.on. 

Claim Rejections - 35 USC §112 

5 The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specmca.cn contain a ^^^^^^ 
and process of making and using it in such full c ear j( _ . g ^ neafly 

inventor of carrying out his Invention. 

6 Claims 31-33 and 47-48 remain rejected and newiy presented claims 47-48 
re reje t d u e r 35 as . c . ll2 , f irs t paragraph, as containing subject matter 

J i h I s not described in the specification in such a wa Y as to ena e one 

in the art to which it pertains, or with which 

and/or use the invention, for reasons of record set forth ,n the prev, 
„ F ,, ra and 12-22-00 and as discussed below. 

! t s n t d that claims 47 and 48 have been added to the rejection since they 
are dir!c e a pharmaceutical composition comprising a DNA segment of cla.m 

I c would encompass gene therapy and the Calmed invention is no en led 
fo a method of gene therapy. Accordingly, daims 47 and 48 are rejected to the 
InUhey encompass treatment. !t is noted that in addition to the issues ra.sed ,n 

segment to a particular cel, in an animal In vivo. !t is emphasized that while 
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progress has been made in recent years for in vivo gene transfer, vector targeting in 
vivo to desired organs continues to be unpredictable and inefficient. This is supported 
by numerous teachings available in the art. For example, Deonarain (1998) discussed 
that one of the biggest problems hampering successful gene therapy is the "ability to 
target a gene to a significant population of cells and express it at adequate levels for a 
long enough period of time" (page 53, first paragraph). Deonarain reviews new 
techniques under experimentation in the art which show promise, but is currently even 
less efficient than viral gene delivery (see page 65, first paragraph under Conclusion 
section). Verma et al. (1997) reviews various vectors known in the art for use in gene 
therapy and the problems which are associated with each and clearly indicated that at 
the time of the claimed invention resolution to vector targeting had not been achieved in 
the art (see entire article). Verma discusses the role of the immune system in inhibiting 
the efficient targeting of viral vectors such that efficient expression is not achieved (see 
page 239 and 2nd and 3rd column of page 242. Verma also indicates that appropriate 
enhancer-promoter sequences can improve expression, but that the "search for such 
[useful] combinations is a case of trial and error for a given cell type" (page 240, 
sentence bridging columns 2 and 3). Crystal also reviews various vectors known in the 
art and indicates that "among the design hurdles for all vectors are the need to increase 
the efficiency of gene transfer, to increase target specificity and to enable the 
transferred gene to be regulated" (page 409). The specification fails to teach any 
specific targeting techniques, fails to provide any working examples which encompass 
vector targeting, and fails to direct the skilled artisan to any teachings of targeting 
strategies known in the art which would allow one of skill in the art to practice the 
claimed invention without undue experimentation. 

Response to Arguments 

Applicant's arguments filed 6-28-01 have been fully considered but they are 
not persuasive. Applicants' arguments that applicants' specification must be taken 
as enabling unless there are sufficient reasons to doubt the accuracy of the 
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^^4.03, which further discusses In re Marzocchi, the case 

^tcordingly, what is .own * - ~ » * ^ 

of predictability. In particuiar, the court in In re Marzocch,, 439 F.2d 220, 
1 cq i iqpd 367 369-70 (CCPA 1971), stated: 

U n tLe,d of chemistry generally, there may be times w- *e we, 
know „ u npredictab„ity of chemica, react^ £ ^ £ ^ ^ ^ ^ 

reaSOnaHe d0U ::r J£T* «- case where the statement 

enabling support for a claim, mis nrin cioles Most often, 

is, on its face, contrary to generally accepted " be avai , ab , e t0 

add it,ona, factors, such as the teaching , ™ ^ „ „ ^ 

substantiate any doubts that the asserted scope o obje 
commensurate with the scope of protection sought and to support 
based thereon for proof, footnote omitte. r ^ ^ ^ ^ ^ ^ rf 
In the instant case, tne ciueu H n , » tne arn0 unt 

„ t „r»dirtable As further noted in the MP6P2164.03, tne 
gene therapy ,s not predictably As ^ ^ ^ 

of guidance or direction needed to enabie then wllty in tne art . 

« — ~* h ;m :; r - » a nd h 0W » 
:::: r:iri^--^-----"-- 

be explicitly stated in the specification/' ^ ^ an<j 

Additionally, applicants' ctmg of Ex parte Linn, Furthermore> gene 

Hybriditech >nc. v. .onoclona, An— ^are ^J^^ are 
th erapy method is not routine and therefore the In ^ 

not applicable in the instant case. ^ * su e in the in stant 

methods and not to compositions, and that safety 
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f cun nractice the method without undue 
case, rather the issue is: can an art.san of*.. a« ce ^ 

exp erimentation in view o, the -"P^'T^ ^ted that appiicants 
before, the case ,„ re Brana is not W'^j^ response and there fore, 
arg uments are reiterations of those made ,n the, ^ -J be 

te H in t-hp orevious office action or iz ^ w 
a„ the response presented ,n the prev ^ ^ 

repeated here. Furthermore, applicants have not p 

cl Led method couid Pe practiced « ££££ ^ take place of 

—ion except for ^ -^^^ USPQ , <CCPA> M 
evidence lacking in the record (see In re Sag 

rr::r.r»... ~ — — „,» 

^ i-ho rpiprtion is maintained for reasons u. 
experimentation and the rejection 
tne previous office actions of 12-22-00 and 3-2-00. 

Claim Rejections - 35 USC § 103 

. . , 5USC 103(a) which forms the bas.s for all 
7 The following is a quotation of 35 U.S.C. iuji 

obviousness rejections set forth in this Office action . ^ 

(a) A patent may not be °Wa.ned ^ betwe en the subject 

I ^ Mention was roa.e. 

, 2 8 10 13 16, 20-30, 34, 36, 37 and 44-48 are rejected under 
8. Claims 1, 2, 8, 10, 13, lb, ^ ^ (£p 

35 U.S.C. 103(a) as being unpatenta - ng , „ v ^ ^ 

259031, 09 March 1988 and Fnend et a, (Fnend eta ^ ^ ^ 

84:9059-9063, 1987) for reasons of record set forth 

12 -22-00 and as discussed below. ^ ^ extent jt 

It is noted that the rejection of cla.ms 47 and PP 

h i-h^ the rejection is not directed to a 
reads on a DNA composite and that the reject 

pharmaceutical composition. 
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Response to Arguments 

f . H 6 28-01 have been fully considered but they are not 
Applicant's arguments filed b-zo an insertion; 

substitution, or deletion .n the mod.ned p ^ ^ pjng 

bl0l o Si ca, activity at ieast equivalent '° ^ « venUon , there „ provided 
et al dearly states ,n one ^ a synthetic mutated functional 

.„ isolated DNA moiecu.e, — ^ c0 , umn 5) , rurthermore, Fung 

ac tive Retinoblastoma prote.n ^ * - ^ ^ ^ mutant Rb 

et al teaches assay methods for assess ng 

(s ee exampie 13). W* Fung specify y ** not W ^ wou|d 

( which had at ieast equivaient bioiog.ca, * ^ tQ assess lf the 

compared the activity of the mutant prote ns to w Fung teach es 

muta nt protein was bioiogica "V = — ^, activ , of the mutant ab 
rnethods both for making as we I as tes .ng |n ^ amjn0 acids 1B4 - 

protejns . Regarding the iimitabon that * e mut ^ ^ ^ 

1W or 245-262, it is noted that amine , ao* 5 . ^ n ^ amjnQ 

encompassed by the claimed inven - . « ^ ^ ^ ^ ^ Rb 
acid , It is noted that app ant hav ^ ^ ^ ^ equivalent t0 

mutants of Fung would not have the 9 js nQt , 

wlld type protein. Applicants' arguments that n ^ ^ 

lega „ ¥ sumcient basis "^£££2 » « « * - — «« 

persuasive and it is noted that * is no j ^ It is 

hav e had a reasonable expectabon of success P ^ ^ 

w u,d not have been ess ^ ^ ^ ^ (see ln re 

argument alone cannot *"» J* a „ ts have argue d that the protem 

Scarbrough 182 USPQ, (CCPA) 1979). PP _ however _ 

disclo sed in Dryja is explicitiy 0 how ,t was excluded 

jt is no ted that applicants did not prov^ a a - * ^ ^ ^ ^ of 

when there was 99.9% sequence ,dent,ty betwee 
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the instant application and therefore, the protein of Dryja could not be excluded. 
Additionally, even though Friend does not disclosed activity of the protein, since 
there is 99.9% sequence identity over the sequence encompassed by the claimed 
invention, in view of Fung, such activity would be obvious. 

9. Claims 3-7, 9, 11, 12, 14, 15, and 17-19 are objected to because they are 
dependent on rejected claims. 

10. No claim is allowed. 

When amending claims, applicants are advised to submit a clean version of 
each amended claim (without underlining and bracketing) according to § 1.121(c). 
Applicants are also requested to submit a copy of all the pending/under 
consideration claims. For instructions, Applicants are referred to 
http://www.uspto.gov/web/offices/dcom/olia/aipa/index.htm . 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Ram R. Shukla whose telephone number is 
(703) 305-1677. The examiner can normally be reached on Monday through Friday 
from 7:30 am to 4:00 p.m. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Deborah Reynolds, can be reached on 
(703) 305-4051. The fax phone number for this Group is (703) 308-4242. Any 
inquiry of a general nature, formal matters or relating to the status of this 
application or proceeding should be directed to the Dianiece Jacobs whose 
telephone number is (703) 305-3388. r\ — > 




' ftAM R. SHUKLA, PH.D 
: flWENT EXAMINER 



Ram R. Shukla, Ph.D. 



